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SMxrah A. Jaskot 
Se,nior Director, Regulatory Affairs 
Teva Phaxm;lceuka!s Us&. I?+ 
1510 Delp Drive 
Kuipsville, PA 19443 

FE3 6 Zoo? 

Rc: Docket No. GOP-L446KPI 

Dear Ms. Jaskot: 

This responds to your citizen petition dated August 9.2000, requesting the Food and Drug 
Administration (FDA) to determine ,( 1) that the abbreviated new drug application (AXDA) 
submitted by .Myia~ Pharm;rceuticnfs. Inc. (MyIan), for 3&milli,m (mg) nifedipine extended- 
release tablets (ANDA 75-108) is not eligible for 180&y exclusivity or (2) that such exclusivity 
has expired. Either determin@ion would permit FDA to &nedia@y approve any subsequent ’ 
AiiA for the same drug. No comments were s@+tecl,tp the petition docket, For the reasons 
stated below, your petition is granted. 

5 _ , 

I. BACKGRornVD 

The 198-t Drug Price Competition and Patent Term Restcpion Act. otherwise known as the 
Hatch-Woman Amendments or Hatch-Wqcman, inciudes,h pr&i&o~ giiitig i&j days of 
marketing exclusivity to the first generic dru, applicant to challenge a listed patent for the 
innovator drug. This provision, found at section SOS(j)(S)(B)(iv) of the Federal Food, Drug, and 
Cosmetic .4ct (the statute or Act).’ has been the subject of considenbfg litigation and 
administratiye @ew in recent years, as the cotqts, industry, and FDA have sought to interpret it I .- ~I _ 
in a way that is consistent both tiit%ih<tixt &nd with the legislative goals underlying Hatch- 
Waxman. A @es of fcdcfl ~qut%, $ecisions &ginning with Moua Phamaceuticai cop. v. 
~@laicr., 140 F.3d N.W, 1065 @.C. Cir. 19981, Granutec, Inc. v. SW. No. 97- 1873 and NO. 
,97-1874. 199% U.S. App. LEXIS 6683 (4th cir. Apr. 3. 1998). and Purepuc v. I%i&nan, i62 
F.3d 1201 (D.C. Cir. 1998). and iticlu#ng the recent PC. Circ@t opinion in Trva 
Phamuce&xf.s CGA, Inc. v. FDA. 182 F.3d 1003 (D.C. Cir. 1999)(Teva I), describe acceptable 
interpretations of the NO-day e?f&aivity provision. identify potenthI problems in impiementing 
the statute. and establish cert+in principles to be used by the Agency in interpreting the statute. 

In fight of court decisions finding certain FDA regulations inconsistenr.with $e stature. the 
Agency proposed new regulations in. August 1999 to implement the 1 SO-day excltkity. Since 
that time, many comments have been sqbmiqed. and then have. been additional court decisions 



The AM)As at i$s,uT,,tq y&r petition are for $&mg extended-&~ r$&&pine tablets. The 
reference liste&@g for these AND.+s js pfizer’s. IJroc@i,~ XL (nifedipine exfended-reietie G., 
tablets, 30 mg) (IVDA 19-684). ‘At the rime A&DAs were submit&$ f&r thiS’&gi there were five - . . . L. .*ll*.l,. c *c.,_,*-.. ,,.*ll ,,,,_ +,,-, 
patents tisted for Pq,ardi+ in the Approved Drug, Products With l’kwapeuric Equivalence 
Evahariow (Ormge Book).3 Mylan submitted the Ersf &NQA. 7.5-108 (s$r$tted 48197, . .-r. .-.<.* 
received X27/97) with a paragraph IV patent certification cba!f-enging all five of the ii&d 
patents. O‘ther ANDA applicants aiso submitted q@fic@oFs .Eh@qnging the listed patents. ks 
a result af its certification and noticy tp the,e-A holc$ (Pfizer) and p&&it ownei (Ever AG), 
Myfan was sued fq patent infringement in the U.S. Distriit Ccqrt for-the Western District of PA; . . _ ‘.. ..“.,..v,..t...- I*<o ,.~ *_.,.. .,‘,li”*v,, _.,, , - 
on July 18, 1997. Mylan notified ~&..q.f&c&fi?g of this lawsuit, and final approval of thg”” ” -; . 
Mylan ANDA was delayed for 30 mont&. .Tfre 3q-month stay expired before a decision was -. “,. :- 
rendered in tie Mylan/Pfizer patent litigation. FDA gave Myian final approval to market it+ 30-’ 
mg extended-release nifedipine tablets on December, 17,1999. 

Although its ANDA was approved over a year ago, Myian has not ma&eted the nife+pine 
tableis approv’ed in its application. Instead, Mylan announced oq March 2.2000, it had entered 
into a settlement with. Pfizer,. T&.seftlement terminated the 
the district cow @ed a dectsion.’ 

I. -.-.. 1 .“*..1,~ .” ,, *, _. ,:_ <e..*a:.+e, patent infringement liiigation before 
F qnder the terms sf the, agre&&t, Mylan obtained a - .,. .., , ,.,*,,..:,;. $>.,, _=l ,::- ;.;;..y 5, 

license to market thr&‘$&$% 6f Pfizer’s ext;e&d-r&Fe &fedi$itie tablets, rather than the 
Mylan product approved by FDA on Decembei 17,1999. !&&c‘&s not mended its patent 
certification as a resu!r_ of ihe settlement. I .,. , 

* Tevcr I dqcribes,FI+4’r nsp,onsibiiicic?s in regulating directly from the statute. Specifk;lIly. the court 
cautions that chs ,4gency must explain the basis fit its opplicatibn &the smtucc. and interpret the statute to avoid 
abbsud results ind to t@er congressional intent (tS2 F.3d at IOf i ). 

’ U.S. Patent Nos. S,%kLIc, (expies 1 IL3~010). 4.?83.2J7 (expires 9/16f1,003). 3.763.989 expires 
(9/16N)3).4.612.008 (expires 9/16/03) ;urd-L327.73$ (expired li~~400). 

’ Shortly after Myian and PJiz,q +?!tfec@k~< patent dispute. the patent owner. Bayer AG. and Mytan also 
settled their dispute, and those cia/ms were dismissed by order entered @.~7~-j$I9gn .Marc4 /2. :O(J(?, ‘7. the- __ 
U.S. Di&cr Court for he Western District of Pk.’ ‘.. . L ” i ’ - ’ ’ ’ :‘,:“’ “’ ,, __l 

.,. i--a _>,l<Aji. *..*:, ,, *.. ,__ ‘*-..’ .A_.” . . ,, _,l_,j_ _^ ^_. ,, ,_ .._. :: .- , 
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. . . . 
You state r+at beaus& Mylan settl@ iy litig$on with Rker akd is I& Iongei chaiIen$ng the 
patent, Mylari no longti qualifies Fqr &SO-day ex&sivity (P&&n at-z). In the alternative, you 
propose that FDA find +$&$an eligible foi excIusivity, and that tfre excI,usivity began either on the 
effective date of tlq &fylan/Pfi~ef ,@jreement, or on the c@te -Mytan began to midcer the licensed 
nifedipine tablets (U). As more fully described below, FDA finds that bothpositions have - 
merit. Under either position. there is RO longer a ttlO-day exclusivity ‘bitr t6 approval of AiiAs 
for 30-mg extended-release nifedibine tablets. 

III. STATtTE AN$ ~$.‘ltATIOW 
I - 

The ISO-day generic drug exclusivity provision is one component of,@q~$~~~pIex patent Iisting 
and certifi&dn scheme included in the Hatch-Waxman Amendmer@ These am9ndment.s 
balange the dual &%ls of enc6qrziging and ptitecting inn&&&~~ &.@ %%Idp*%Xarid 
expediting the approval of Iqw-cFst generic drugs. The Hatch-Waxy, Aqqdmen’ts require 
innovator companies to submit information on pate& claiming the approved drug product : 
(section 505(b)(l) and (c)(Z)). FDA publislies this informatipn in the Orange Book. An ANDA 
must include-a patent certification to each patent listed in the Orange BooKfor the innovator 
drug. There are four types of patent certi,fication. The two cer$ificati?ns relevant to your petition 
are a parczsraph III tiertification, which seeks approval of the APQA qq the d+$ the patent 
expires, and a paragraph !Vcertification. which states that the “patent is,ii,v@id or uiiij not be 
infringed by the manuf&cture, use, or sale of the (drug described in the AiiAJ” (section 
505(j)(2)(A)(vii)). 

. 

The filing of a paragraph IV certification (1) indicates that the ANDA applic;znt seeks to market 
its product before the expiration of’ a listed patent and (~~‘~~~‘;r~~~~~-~~‘which issues of 
patent protection may be resolved in patent liti@tion. The ANDA applicant notifies the NDA 
holder and patent owner that the X.mX applicant has submi@ a? ,A,vDA and of the grounds 
for its belief that the geheric drug wiI1 not infringe the listed patent(s) (sectiori 505@(3)(B)(i) 
and,(Z)). The EvbA fielder and patent owner then have 45 days co file a suit for patent 
infringement against the AiiA applictint (section SOScj)(5)(B)(iii)). If such a suit is filed. n>A 
cannot approve the AtWA fqr 30 months (or a shorter or longer period ordered by the court) 
(Id.). 

The 180&y exclusivity acts as ;m incentive ror the first ANDA applicant to challenge a I&ted 
patent. The statutory provision +ablishing this &&usivity reads: 



whichever is earlier. 

(section SOSCj)((S)(B)(il/)) 

Only an application containing a paragraph IV certification may be eligible for excfusivity. FDA 
regulations contain a provision at 3 1 CFR 3 14.94(a){ lf)(viii) dating that an applicant may 
amend its patent certifica@on. and 8$.&s, $0; -the application $611 no longer ti considered to ‘. 
contain. the previous certificat@n, q&ierX$e@n circumstances, an ANDA applicant is required : _ ah. ‘“?. :..““...-. .\*‘>‘i,<,:,. .,~‘g,z:..s+, ,- _,,l_, 
to amend its patent cez@ic,atiq~ jf the @tent is deteimmed to be, l&,qged or If the applicant 
discovers the submit@i certification, is no longer correct, sf ;u! kpplicant changes from a 
paragraph IV cerzification to a par&aph-m cktifkkion, the A,iWA <w$ no longer be eligible 
for ekzlusi,tity (94 F. Supp.2d at 54-156). 

In the absence of applicable regulations governing this situation, FDA has interpreted the statute 
given the fqcp,of @is mntterand tt&ng into account ghe purp&&s of the statute. FDA has 
determined that ~Mylads a&$shave ‘6$$&6d it j ig&We for ISMay exchtsivity. 
Alttmtatjvely, EDA h,.~~e~~~~~~~~~~~~~~~~~~y period of ezkluaivity has already expired 
Eithtir interpretation leads to &e s@e wnctusion .L that the& is ig longer a 180&y exclusivity ..v, -‘A v”4‘:~~ -u”& .w-+. > C,.,:“e’l,~:~;‘Y~,~~~, yfiw? xwa%.*,,..x”a,,> :“-“,** r I a~ ,. 
pbstacte to FDA approvd of subsequent AM)& fur 30-mg extended-;reka?e n&hprne tablets. 



amcndediupatmt~~c;rtionhvrma~~TVtoaparngraphm. TheBarr@D~is~ot“ ““.” 
&gible f& approval until ihe patent tjr@%.ia Aqust ‘%02. C#I these facts, thico~@ found two 
g&nds fbr i-ate apptovql of @no*fm $+D%s,st&scqmi to Fkux, First, +c court held 
th3t the districi court decision, &hou@t latei Vacated, b&&l &tf rUning of &&5 ei;clusivity 
tin&t se&i& soS(j)(5)@) (Zd j3t_%>. Secon& the court found @at qdcr FDA’s qguiation at 21 
#R 3 14,$$(&)( 12)(viii) governing amendm&ts to patent cetiifscati+s, Barr’s change from a 
paragraph’tV’cetification to a paragraph lIX certification rentid it ineligible for exclusivity (Zd 
at 56-S?).. 

In tl~e course of reaching its decision, the Mylan court identified three factors to consider in 
interpreting the l.Mday exclusivity provision of H;ltch-V&txn&. First, the statute is to be 
interpreted in a manner consistent with “the sta\qe’s interesi iti affording market access and 
incentives for both generic and non-generic makers,” and to tinttin “an incentive for the parties 
to fuff31 t&e purposes of Hatch-Waxman” (94 F. Sup@d at 53). Second. FDA should avoid an 
interpretation that excessively favors the first generic and the iqyovc?fpr parties’ “anticompetitive 
hold” over the drug. The court observed that “Hatch-Waxman intendid td &ovide an incentive 
for drug companies to explore new drugs, not a market ‘windfaf1’ for City, albeit industrious, 
market players” (Zd). Finally FDA should avoid interpreting Hatch-Waxman so the decision on 
whether a generic applicant is entitled CO esclusivity rests entirely in the patent holdeis hands : 
(Zd at 54. 

With these principles in mind, the Agency has iooked to the statute to determine when 
subsequent AiiAs for 3U-mg extended-reIease nifedipine &M&s may be approved. 
Specifically, FDA must determine the effect Of the dismissal of’pa&nt infringement litigation 
before a court decision and after approval of an ANDA. FDA must atso determine whether the 
marketing of Pfizer’s product, in iieu of Myian’s own, has any effect &I exclusivity. Under we& 
established principles of administrative 13~. FDA has discretion in ad&essing these questions 
where the: statute does not directly address the issues presented (Chevron. USA. inc v. Nmral 
Resources Defense Council, Inc., 467 U.S. 837,843 (1984); Chtiszensen v. Harris County, 120 
S. Ct. 1655, 1662-63 (2000); 1998 Guidance at 4). 

. 

A. Mvfan Is No Longer Eli&ble toot Exciusivitv 

The Agency has reviewed these circumstances and determined that, consistent with the language 
of the statute. in the absence of an applicbble reguiation,6 and applying the factors identified by 
the court:; in h4yian aAd Tevtz 2, the Myl;ur/Pfizer settlement effeciively changed Mylcm’s patent 

6 FDA rcguhtians rqrding patent CerdfIcjtiOnS do nor spcciticaily addtess the circumtances here. The 
rcg&tions require an ituDA qplicant to chage its cmifcmion from a pqraph IV to a paragraph III when 
patent litigation determ+ th,k p&K is infringed. The Fcgutotiohs a& ru#rc in ap;rppiicCmt to amend irS 
ccrtifi+tioa if. before tk AM)A is qWWed. tbc ;Ippbmt lums that t&xc cutification is incorr%t. The mgultion~ 
s;ry nathin$ ;rbout 3mtmdlng a piitcnt cCrtifiC3tiOu that becomes imme - otfm titan with il finding of 
infringement - after an ANDA is OpPrOVcd. 



certification f&n,a paragmph I’V to a paragraph 3 and *us r&lyian has bst its eligibility for ~ 
exclusivity. -,. 

.’ ~ 

The generic drug apptivat provisions of thc,Act q?q~ptate certain events resuking t%om the 
filing of a paragraph‘N ccqtif@@m. Once an ANDA ap@ka# n0ti&&6i6i-$~holder and pIuent ow*cr it.is ~h~l~ngi*g 3 lis&j’$~$; ;;i;;k”op.~~ things do happen: citltcr ~~~s~y ~. ’ , _ .. ..“...~-“..->p *‘-,, 
period lapses who$(?h$ @%I‘& of a lawuit and the AND& $m b+ -*proved immed.j;ltely under 
section SO%j)(J)(B)(iii), or ‘&c ‘&WA applicant is sued for patent irifriiigement and the 30” 
month stay described in sectian 505(j)(5)(B)(iii) gbes into effect. The~statute describes the 
patent fit&&ion as having two possible rest@; the court decides t&e &&itt is ‘invalid oi’not ’ . 
infringed, or the court decides the patent has been infrin&d (&iori 505(jj(S)(B)(iii}(i)-(El)). _ 
The statute: provides for court &$isiq~s made before or after the 30-month period expires and ’ . ..A -,:... ..‘.r:y. ~. ( L, 
with or without the approval of the ALXDA and marketiiig of chc~$&%c’~~odGct. But the statute 
appears to come&plate that there will be.a decisioti-on’.me parent &itus bf the drug and hoes not 
identify what to do if the Iitigation is settled without a court ciecisiqn, cn the patent. Because the 
outcome of patent litigation affects the accw;lcy of a patent certificatiou and ihus eligibility for 
exclusivity, WA must determine the effect of this settlement,@ &4ylart’s patent certification.’ .) ., -. 
The MyIan/Rizcr sctt&ment resuited in the dismissal. of the pa&xc infringement ii t&don, and in ‘: 
MyIan’s marketing of a i;ifc&~ini goduct under a Iicense from Pfizer. DetaiIs of the settlement .. 
have not been made public, SO the agency must rely & m&Giii$ ‘d&i&% %I the limited 
information that is publiciy avaiiabie and, more importantly, upon the parties’ actions. Mylan is 
no Ion Q er participating in titi&&&t%&i %prt%e that its product wifl not infringe the listed 
patont, M,oreover, despite the fact that its AINJ&A has been approved for more .t@n ,a year, 
Mylan has never~@$ceted its own AiNDA prodi~t. These f&X$ Iead FDA to presume that Mylan. 
believes the product descrXd in its AiiDA may infringe the. listed patent itid is therefore 
waiting until patent expiry before marketing its own product. The appropriate certification for a 
company that has chosen to wait until a listeci patent expires before marketing is a paragraph El 
certification smting the date of patent expiration.‘ Because FDA considers Myfan’s actions in 
settling the litigation and marketing Pfizer’s nifedipine product to have effect‘ively changed 
MyIan’s certification from a paragraph fv to a paragraph III, and because appficants who change 
from a paragraph TV to a p&graph Ul are no longer eligible for 180&y exclusivity. Mylan has 

. ’ The r\gcncy addressed the issue ~t’s@ikme~t~ oi pateot litigation in the proposed rule and declined to e.r, ._ 2 ,I,_” ., &pc an approach in which ANDA appl~ant~ l aouid be required to notify FDA of setzltments,~h_at wouid either 
render th,q tit-% applic;lnt inqiigiblc for cxksrvity OF begin the running sf ex:xclu$Aty. I&end. FQA pibposed to 
adopt 3 triggering period appro~h. I!S?e 64 FEZ 43,573 at 42380: August 6. t999.) FDA has not issued final 
rcguIntions &dressing @case issu$s. The&are. the Agency is relying on Q ase-by-case approach to porticufu. 
situations presented and reg&uing dirccily from the stj‘tute ,~~nece@ary, FIX’s approach to the 130&y 
cxccfttsivity issues presented in your petition during this interim p&d should not affect the rulemaking process 
(T.wa fharmacey+$~. ,~S+Tah~ v. FQA. 2040 Wr, 1338303 (D.C. Cir. 2W)(Trva ifi>. “I”/. -<.,, ,_ .-,c .., , _., 

a This facx &nc is not necessarily dispositivc QQ the question of ~&thef & as stated in h &ktg$h’W 
CC&?CZ$OJI -7-thi petit “ip inv;l!id or witI nof be iri?tiged by the manurfa$ture. e:,x s& of the new drug for 
which [MyWs ANISAj was submitted” (%+-don 505~)(s)((A)(viil(r~). 
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AiternativeIy, you ask FDA & consider the “ded” struck by &Zylan and Pfrter as “commerci& 
marketing” that begins the running of excItiivitj under sectidii S(E@(SXBj(iv)(l). According to 
your interpretation; excltiiirity wouId have begun either on %&arch 3,2Oo”a,,‘i5e day tire - 
settlement was armo~q~ed, of when Myian begm, to market nifedipine u&r the Iicense.frqp _ 
Pfizer. FDA believes a cqnpeIling argument can be made thg cotieMaI marketing began 

_ 

when Mylan began marketin$ Pfizer’s’ prod&. The Chairmjln, CEO, and President of &fylan 
noted in the March 2,200O. press reIease.de&ibing thi $etiIemefit tiht “we are pleased with tl$s 
agreement, which positions *MyIan ;IS the first company to offer its customers generic extend&- 
release nifedipine pioducts.” Myian thus believed it was beginning the marketing of a generic 
drug, which is the event descries i.c the +tqq.+s beginning the running of exclusivity. 

There are two events that can s&r~ the, running of exclusiGit$ As set out above, th;e exclusivity 
wit1 begin with the first of either& date of a*courf $e&ig.q fi#@g the patent in&d or not 

:, 

infringed or ‘the date the.Secretary receives notice from the appkant under the previous 
application of the first coinme~~.~~,~.ring of the dnig unw the-previous application” (section 
5Wj)(5)(B)(iv)). One issue for EQA; then, is whether the &VA applicant’s marketing of th’e 
innovator’s drug as a generic coasti&!s “commercial marketing of she drug under the previous 
application.” Another considen!iott.is whet& such qn iqerpretation wouId be conqislent with 
the goals of i80-day exclusivity. FDA believes b&h that Myian’s msu,keting of the Pfizer drug 
was commercial marketing that began the excfusivity ptiriad luld that such-an interpretation is 
fully consistent with the gods of Hatch-Waxman, 

FDA’s interpretation of the tTcqmrne~i~~l_m~~~~~ng“ trigger is ,governed by the court’s approach 
to the analogous situation in Tevu L ,&I* thqt case, the. coup loc~kt~~ tq ti,e practicaf effect of the 
statutory terms in the .cou-~..~~~~~~~.sg~r at section !505(i)(5)((B>(iv)~ZI) iri determining what 
interpretation was appropriate: The COW? obsetied that the term hatdiig in that provision was 
used to describe a,co,ufl. a$tQq_!haJ I’$+ precfusive effect on ihe itinovator’s right to pursue a 
patent infringement act.ion. an@ bqq+qq a preclusive finding ‘was cbntemplated by the statute. a 
dismissal for lack of subject matter jurisdiction was a court decision triggering the beginning of 
exclusivity. Any other conclusion WQ??@ have produced absurd resuhs (132 F-34 at _!O#). 
SimiMy, in the present case. the Agency hq determined that ihe cammercial, marketing trigger. 
is intended to give the first A?JDA.appIicant with a paragraph lV certification the opportunity to 
market 3 generic versiq.qf .!& inm~~@&,,&ug with no competition for 180 days. Whether 
rMylan markets the product approved in its A;NDX‘or the product approved in Pfizer’s ?lDA is of 
fittle import to the statqtqry scheme; MyIan has.begun commercial m&ceting of generic 



FinaIIy, with fqect to those CoPgr’css intended to benefit, ma&et@ the dtug.srpprovcd in the 
Pfizer NDA dr i&m s&g approved in hWl= JUDA hauhq same effect.. The bcv&! i~%q$& , . _ . . 
by the 18Wky’exctusivity pvision .is two-fqld Fit, as is c&ar in the legisIative history, the 
consuming public is &endd’tb &&it fi;ora AN’&% a@t%ais thx~gh the prompt ava&bility ,... --WA.- -,.. CIVX. .L-*,)--.~*----~~..~..~ 
of tower cost generic drug&- Second AMlA tippficants who @eed the avaih&fity of generic 
drugs by chaIlenging paten@‘& given the &pxtdy to tellp the eco~om,ic benefit of &q&e@. , 
sompetition for a period .of 180 days. lntetpreting &4ylan’s msrkcting of the Pfizer product as 
beginning the running of exclusivity sets a finite &nit on the delay in true market competition for _ 
this nifedip’ine product. MoreoVer, such q i@qretation gives My@ exactly what the statute 
seemed to intend - 180 days to reap the economic benefits of,being pfiier’s sole competition. 
To permit .qyIan to continue tq market, a-nifqdipine product without beginning the exchtsivity 
would harm the consum~Jt~ public by denying access to multiple safe and effeotive generic 
nifedipine products ready for findl approval. it would also givi: Mylan [and Pfizer) a windfaI1 
clearly not intended by Cong+ss. Aecording td FDA records, &iyian began markiting the 30-mg 
extended-release ni’edipine tablets under dig license from Rfizer approximately 10 months ago, 
on March a$, X~OO.,,.Therqf~~~ Mylan has received the full measure .of .thq jnte~ndql benefit ,_ ..-. -. ., ._ ~ . . I 
under Hatch-Waxman. 

V, coNcLUsroN 

For the reasons stated above, your petition is ,-red. Under either of the approaches described, 
there is no Ionger a NO-day exclusivity obstacle to FDA approval of subsequent ANDAs for 30- 
mg extended-reiease nifedipine tablets. 

Center for Drug Evaluation, and Research 
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